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April 19, 1967
HMEDICAL OFFICER REVIEW OF NDA 16-608 ‘ '
Product: Carbamazepi~e whose propcsed trade name is Tegretol. | ‘
Chemical Hame: SH-dibepz-(b,f)-azepine-S-carboxamide.
8tructural Formula:

t
coN¥

Proposed Dosage Yorm:

Tablet (200 mg of the active drug), The dosage recommendsd is quite
variable, anywhere from 200-1200 mg/day, depending upon the dose
required to relieve the pain, Minima)l effective dnges are recommended.
The drug is strictly prescription,

I. The drug is proposed exclusively for use in patients with
trigemina) peuralgia (tie douloureux).

I1I. The only route of ndminigiration is orxul.
IV, Related Drugs:

The nost important related drugs are Epsidon (Opipramol HC1)
and Imipramine (Tofranil),

Fnsidon, like Tegretol a dibens szepine, is a tranquilizer snd
mood elevator drug. It bas an IND (ho55 ard an NDA (13-654),
The IND was discontinued because of & question of teratogenicity

- and other toxic reactions and po especinlly significant efficacy,

The NDA was incomplete for similar reasons. The toxic reactions
ianclude dirriness, tremor, dermatitis, leucopenia, altered
aepatic functions, alopecia, Stevens-Johnson syndrome, ete, -
reactions aimilar to some of those seen with Imipramine and
Tegretol.

The significent adverse rescticns seen with Imipramine which
is ~n iminodibenzyl anti-depressant drug are spontaneous profuse
perspiration, dizzinese, wental confusion, inscmnia and gastro-
intestinal symptoms. The occurrence o' eosinophilia, wrticaria,
angioneurotic edewa and pruritis sugges* that Imi). 1 \udmne uan

-caAuse sensitization. There bave been 7 cew reporis of leucopenia

and transient jaundice and blood cell counts and liver function
tests have been recommended for patients receiving the drug,
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Imipraamine tends to prolong atrio-vertricular sonduction time,

manifested by a first degree A-V block. MNeuralogic reactions
include a Parkinson-like syndrome, myoclonia, hyper-reflexia,
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muscular fasciculation and a tremor of 4the extremiti=s present
at rest and not attenusted by purposeful movements and some'imes
of such intensity that it preventa stanling or walking, The
drug may also cause brief generalized tcnic musculsy.eontractions
result.ng in hyper-extension. Generalized convulsions occurre.
in one patient, indicating the need for cautious use in
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epileptic patients,
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Orvhostatic hypotension is n~t uncommon, especially in hyper-
tensive stients, The drug enhances pressor responses to
levarterencl and has no ganglionic blocking effect in therap
doses. It ia contra-indicated in patients with congestive h
failure, angina pectoris and paroxysmal tachycardia. Recaus
its atropine-like action, it has to be used with caution in
patients with glaucoma, pyloric stenosis or benign prostatic
hypertrophy. It cannot be us=d with or for at least two wee
after discontinuing the use of & mono-amine oxidase inhibito:
The drug hes to be used cautiously in non-hospitalized serio
. depressed patients in whom the possibility of suicide is a

= major provlem, Imip: “ne has been approved since 1959 and .
— - stated to be an effective agent in the treatment of endogeno
N and exogenous depressions, Many of the adverse reactions

described for Imipramine are &lso scen following treatment w.._
- Tegretol,

- Y. Phar=scology:
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Please refer to the review .of Dr, Farber whose conclusicn was
that the margin of safety for the drug was rather narrow. MNo

clear-cut organ taxicity bas been demonstrated in subacute and
- chronic studies,

- Amalysis of the ocne year dog study by me revealed a mild
_ suppression of the whits cells of the marrow at the higher
. dosage levels vhich reached a maximum st 13 veeks and apparently
_ disappeared despite contimued drug therapy. Reproduction
’ studies rkave irdicated no teratogenicity.

It is my feeling, based upon the pharmacologic study that while
Tegretol is a moderately toxic drug most of the side effects
- - : . - will disappsar either dy lowering the dosage of drug or by
adaptation on continuous therapy. This will be discussed further
under “Clinical Adverse Neactions®,
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Evalustion of Effizucy:

Tegretol has peen approved in fifteen foreign countries,

Thnese include ®ngland (1963), 3witzerland (1963), Holland (196k4),
Australia (1964), Frence (1964), Qsrmany (19,5), Denmark, Austria,
Norway, Belgium, Greece, South Africa (196%), Fialang,

Sweden (1966),

The drug was dewvelcped by Schindler snd because of its
pharsacologleslly demonstrated inhibition of the linguoe
mandibular reflex, it was first tried clinically in the
treatment of trigeminal neuralgia by Blom of SBweden. He
concluded that it wus more effective with less side effects
*han Diphenylhydantoin, the most effective previous drug. The
applicant states that the drug bas been used in over 1600 patients
in foreign countries and close to 1200 patiente in the United
States. The foreign litcrature is fairly extensive on the use
of Tegretol in trigeminal neuralgia., The drug has also been
used extensively in foreign countries for the treatwent of
epilepsy, Applicant has included in the NDA a bibliography of
all usages of Tegretol published and the number of vapers is
well over 150 references. ik ’

The clinical studies can be broken down into two typest those
tiaat have been published and those that are ynpublished and
tested, mostly in the United States. The numbers of patients
treated for trigewiral neuralgia in published studies are 1616,
vhile the number of patients treated in unpublished studies
(mainly in the U.8.) are 548, giving a total of 216k patients
treated, The foreign and domestic studies are further subdivided
into those thet are controlled and those that are uncontrolled.
The total number of controlled studies was 10 and uncontrolled,
T4 comprising s total of 84 major studies,

Efficacy bas beon genertlly evaluated in terms of four results:
excellent, whera there is complete relief of pein; good, where
there 1s camplete reliof of pain but with occcasional numbness
in the previously painful area; fair, where there is moderate
relief of pain with occasional exacervation but usually
permitting pursuit of noraal activities and poor, where there
is only slight or no reliet of pain, requiring further medical
or surgical trestment.

The results of the major stu ies indicate that in all 10 comtrolled
studies and in 73 of the 74 uncoatrolled studies significant
clinical efficacy was demonstrated. Of the 47 published studies

~of which 7 were coitrolled and 40 uncontrolled, all 47 demonstrated
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There were five fetalities from irrever
= : This was clearly drug-rela‘ed and appea
= toxic reaction that has been encountero:
- Carbasazepine. Two of the reactions oc
= g treatmant and one occurred after 10 day
reaction appears to be reiated to indiv
the drug in view of the small incidence
marrow injury. In the majority or thes
thers was insuffiziest monitoring of th
couni:s and platelet counts during treat:
the patients may have been receiving otl
druge at the same time. The percentage
= anerda observed remwnﬁs'%l‘ls of all f
= percentage of leucopenias .87%. It is o
= the material to note that many cases of
- improved while the patieunts continued ¢t
B suggests that the pathogenesis of the L

—= occurred not infrequently may b2 quite «
p fatal reacitions {aplastic anemia) obser

— the labeling will have to contain caref _
to minimize the dangers of the drug.

Toxic reactions were not a simple function »f dosage, In fact,
in many instances there was no correlation between the dosage
B - and the reaction., However, the number of reactions did appear
- to rise when the dosage was 800 mg/day or higher.

(.
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The applicant has reported a total of 28 deaths that occurred
during the course of Tegretol therapy, Of these, 5 were realted
to severe bone marrov injury and/or severe thrombocytopenia and
are clearly drug-related. ‘There are 1l cases of patients with
a history of previous coropary artery disease or other organic
cardiac disease who succumbed during therapy. In this group
it is not clear whetber the reaction is, an fact, drug-related,
vhether the drug aggravated a pre-existing disease or vhether
the drug induced de-noveau a disease state, Of the three
possibilities, the latter appears to be the least likely.
: Nevertheless, the drug should not be recomended for use in
- : patients with a history of either coromary artery diseuse,
a - myocardial infarction cr sther serious organic heart disease,
- Tvelve deaths occurred that were quite clearly unrelated to the

' drug and, aé this is a very elderly population that is receiving
T Tegretol for tic donlowreux, it 18 not unexpected. For a

- detailed breakdown of all the adverse reactions, the read r is
- referred to Volume 4l of the New Drug Application,

4 .~ .- What is particularly important is the number of adve%re‘aebignjn‘
_ - that are so severe as to require discoxtinuation of the drug.’
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significens efficsay Of the Aww Qrug. Tbe 47 mejer publirbed
studizs involved )616 patient: with trige=iual neuralgis and
the dosage renged frum 100-20:0 mg and averaged LOu-800 mg,

The durstion of dosage varied from 2 days to 24 years, The
majority of the pati~mis were treated for periods frox 1-6 months.
Favorable results, excellent or good were ocbserved in the
majority of patients in all 47 studies that were published,

The drug was effective in 50-100% of the pacients in all studies
and in 75-100% of putients in 32 studies, Contrariwise, the
published results of the use of the drug in other painful states
was not impressive. In fact, it would appear that Tegretol ic
quite opecific in its efficacy in trigeminal neuralgia. The
postuleted mechanism of sction in trigeminal neuralgia (and oae
which derives support from hasic pharmacologic studies) ;s »
blocking of polysynaptic pathways in the ciziral nerveus system,

In a1l the seven comtrolled studies that were published, Tegratol
was superior to the placebo, and in one study was also superior
to Dilantin., Two of the studies that were subjected to statistical
evaluation showed P less than 0,05, PFrom 63-100% of patients
treated had favorable results with aa average of 829 compared to
0-26% with an average of 15% on the placebo, In most patients

the drug produced rapid complete relief of pajn oftea within
24-48 hours and, in many cases, the patients had beer unresponsive
to other therapy, A majority of the physicians felt Tegreiol was
superior to Dilantin in the onset of action, long term
effectiventss and overall tolerance, The ceven major U,.B.A,
controlled studies were dons by Amols (10 patients), Dalessio

(11 patients), Rockoliff (9 patients), Sturmen (8 patiente),
Knighton (27 patients), Saith (11 patients) and Sturman

(29 patients). Eighty-three percent of all paticuts™fid & 7
go0d therapeutic respense on the drug, vhile only 14.4%

respoided to placebo,

As regards uncomtrolled xajor U.8, studies’ there were 5 that
were published and 33 unpublished., The number of patients in
the published study was 148 and the number in the unpublisied,
k69, Efficacy was shewm in 77% of the published group and 80%
of the wmapublished,

A}

Adverse Reactions: Of 4,190 patients treated witL Tegretol,

there were 1,083 reactions (2k.1%). If one analyzes the

reactions by systems, 15.4% of reactions involved the neuvologic

and sensory system, k,3% the digestive system, 2.3% skin,

1.2% hemopoietic, .29% genito-urinar, .27% cardiovascular,

+16% metabolie, .11% hepatic and ,09% other, The most comson

- 777 7 reported resctions were drowsiness, ataxias, vertigo, dizziness, - -
G.I. disturbsnces, nausea, rash and leucopenia. Hypotension

and abnormal figure liver function were unac Hn.
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~ Renal Punction Tescts: .

6

Under these conditions, the ussgze of the drug must be regarded
a8 & treatment failure. This has occurred in approximstely 129
of all treated patients, & relatively low incidewce. The
reactions which have been most often incriminated are ataxia or
unsteadiness, severe dermatitis, vertigo, abnormal gait,
peraistent somnolence and severe leucopenia,

Abnormal Laboratory Findings:
Hepatic Function Tests:

The teats were broken down according to the duration of
treatment. There were 273 tests done on petients treated
leas than one month; 293 tests on patients treated 1-3
months, LU0 tests on patients treated 3-12 months and

216 tests on patients treated 12 months or more. Thus ’

a total of 1222 liver function tests were done, The number
of ebnormal tests did not appear to be clearly correlated
wvith the duration of treatment, The tests most often
abnormal were alkaline phosphatase and serum bilirubin,
~There wexrr scattered sbaormalities seen in §GOT, 3677,
cephbalia flocculation, thymol turbidity, Vandenbergh,

bromsulphalein and unspecified tests. Of the liver function
teats performed, the rrnge of abnormalities was appraximately

12-18% and the abnormaiities were not serious, indicating
that the drug has & xild hepatotoxic potential which » While

- bot serious, warrants monitoring of the liver function tests
during therary.

Hematologic Tests: :mm T

The abnox -1ities of those tests run higher than with the
liver function tests, ranging as high as 55% in the group
treated for 12 mopths or more. However, most of these
reactions are self-limifad and controllable either by

T loutring the dossge or ar: not of sufficient comtern to

require withdrawal of the drug, The serious reactions are
very few and have been previcusly dascribed.

*

Avppear to run abou: 20-30% which show some alteration
on microscopic ey~=inrtion, some cases of glycosuria end
proteinuris and s mild aiteration in the BUN. Again,

- most of the changes cbserved were either transiest or

controlled on lower desage or had no long-range implications
-regarding renal damsge, - —
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M;acellanecus Tests: - .
i Included blood preasure, pulse, EKG, plasma proteins and
¢ - non=protein nitrogen testa. Although the percentage of
abnormalities of these tests is fairly sizable, the

. abnormalities themselves qualitatively and from the viewpoint
. ©of clinical significance do not appear to be of much concern,

Geigy has submitted a report from Dr. WP of Geigy Co. in

Canada which tells of 20 epileptic patients who had received
Tegretol and who had ey*~ination of the e¢yes for possible
changes,: Nine of the 20 are reported to have some abnormalities,
€,8s, Slcuding or opacities of the lens, cornes and aome
degenerative changes in the retinal pigment layer, There were
no baselins eys exeminations, no controls and the patients were .
on multiple drugs, including phenothiazines so that the 1inkage
of the observed findinga to the treatment wvith Tegzetol was

nost fragile., Nonetheless, because of this and tecause of
incomplete chemical controls and stability data; it has been
drcided to declare the application incomplete and to request :
additiona] data on chemical controls and additional exsninntions
of the syes of approximately 100 patients and a comparable
number of coptrols to rule out the damaging effects of Tegretol
on the eyes, At the moment, there appears little avidence to
suggest that the drug is d¢ -ﬂ"log Yo the eye and in animalg
patholocie studies of the eyes revealed no sbnormalities.
Epilsptic populations representing groups of pecpls treated
with multiple d.rqan tar nany yem are impure ones and dirncult
to evtluatc.' C .

1]

Many ;plpor- ivom the morse than 100 articles retemd to were
swvicwed and praviically all lavistigotors reached 1 similar -
conclusion that Tegretol was & rewarkably significal¥ new drug
for the treatment oct trigemiva) peuralgia, far better than any
drug previoualy available, Moreover, the effects were longer

" lasting than with pheuytoin and, after chy gz.\q\adnimwuuon, S
sti11

anywhere from 10 to 60% of patieits were receiving ,
benefit from the drug. It was zpparent that the investigators .

felt that it wvas particularly useful in the elderly population

and that any’ patient should be tried on the drug prior to trying

~ the more raaical surgical apjacvch, results of which were far
‘from perfect, Adverse reactions reported in the articles read

vexs lmm to tm: denmated above,
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I IX, Labeling Evalustion: ‘ -
° Because of the incomplete letter which will issue in the near -
" future, 41l comments regarding labels and labeling are premature B
o and will have to await the arrival and evaluation of the -
additional data requested in the incomplete letter, At that -
}‘2 time we will go imto the labeling information in considerable

3 detail, ' -
. e |

X Séei Volume I for coples ibt eohterenéen » telephane conversations,
ete, related to this New Drug Applicetion. :

XI. Sussary and Conclusions: P '

In my opinion, the develomment of Tegretol for the treatment
of trigeminal neuralgia yepresents & significaat breakthrough
drug in & field where no truly effective medication existed
before., It has been estimated by various clinical investigators
tovhom I 8 » incdwAing Dre QMg of the WD
.thatthhdﬂsiltt least five times a8
effective as Diphenylhydentoin {(pilantin), Seversl investigutors
'have stated that there are fewer side effects with Tegretol than
. Dilawtip. P .
f. To evaluate an cutstavding drug such as Tegrotol for efficacy
' is & velatiyely oimple matter, We find that statistical
mapipulations or extensive dsuble-blind controlled studiea are
- unnecessary when the efficacy of the drug is so clearly superior
‘40 placebo end whers the medication so far exceeds any yreviously
 known, « Such sophisticated studies become increasingly necessary
.1 a8 the degre of efficacy decrcases, To detect a emall
superiority of & new drug over the placebo is, indeed, &
| diffioult tesk, . The amount of data presented by Gelgy in

1

%m'ﬂ%f - 4 avpport of the efficy~y of the drug in tr! geminal peuraigl
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- 4@ - .o 1A lawy opinion, both eneracus and substantial, .

AR 3 © 'As Tegards ‘the a-fsty of the drug, it is mo more toxic than 7

I‘a —— - {othey qnticnghiw'dmgtm, in fact, may be less toxic than -
e ' ’:Dm:bmd many of the cthers. This has been stated by mamy
i '‘of the investigators, The most serious side reaction has been

-‘4-.'
e

e | {discusged sbeve, namely, the fatal aplastic anemia and it is
- I o ;ifelt,thst ‘this oocurs rarely and, .in many instances, can be
T - 5;mwmdfw;remgﬂiw;wméf—smeM;mm An the labelipz, -

[ . - r/This weudd inelwds, pre~Lreatment blood and platelet counts so
Lowr o -rithet petients with thrombocytopenia or leucopenis or severe

PRI
so| R bR

i | anemia vould not-be trested with the drug. Tn addition, i€
e o PO 7 lwould ve “clearly ‘stated that “eomplete blood ‘counts and platelet -
N T ) 5%cowta;at'resnlar‘1.nbery§h were mandatory to preclude aevere

o I < e i .
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o fatal boane marpas injury snd that if thrmbccytcpenu,
severe anemia cr gevere leuecpenia developed, the drug should
be stopped. In addition, the physicians should be instructea
to inform their retients about the bazardous signs of early
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notify tha physician immediately. Finally, the physician should
be warned that the drug should act be given concomitavdly with
any koown sgent causing bone marrow injury, for example,
radintion or drugs known to be toxic to the bone BArrow. As
regards the other toxie reactions, these have been delineated
above and 13% will require withdrawal o7 the.drug and the

remrinAer csn be handled by either lowering the dosage or by
adaptation to the drug.

I

Tic douloureux, a2 dfgeange which 1s characteriged by atabbing,
burning or lightning-like pain in the region of the rirth
cranial nerve, is obu that causes immense suffering for the
victim who finds 1ifa converted into a nightmare of continuous
unpredictable attacks, Any medication that ig effective in )
this digease, sven for o short duration, is a significant -
advance, In the case of Tegretol, it appears that a sizable
nuaber of patients !rill;be helped for long reriods of time.

Patients treated with Tegretol fall into one of the fcllawing
&roups ;

L O

]
\

-
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1, e pain is totslly controlled and the patient goes into
& remission,

T

2, 7he pain ia totally controlled but the patient requires
continucus drug therapy,

3. Pain is incampletely controlled on the drug,

4. Pain is controlled 1nitially amt then there 1s wees =
" with recurrence of pain,

5. Patient is o therapeutic failure, —

6. DPrug 1s discotinued because of seve © and cogtimming
 adverse reactions.
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countries, beginning in 1963,

B FDA should assume leadership
. of this extraordinary new

ces

Dup NDA

- Irip HDA

DRD

DAD /
DND einberger/smr
4/20/67

seen fit to remove it from the
= It seems to me that Tegretol w
E drug in the treatment of trige

More data are necded 4o fi11 the
regarding the precise incidence of each of the
However, this iaformation, while
interest is not essential for the
Applicetion. There ie more than
efficacy in the treatmenmt of tie douloureux.

It is felt that neither of the
incamplete letter socn to be written is sufficiently strong
to act as a sericus barrier to the approval of this New Drug
Application. Assuming the requisite chemical contrel information
_— iz supplied and the eye studies in humens show no serious
= adverse reactions, the prosector

of a significantly rev drug in the treatment of trigeminal
= neuralgia. The drug has already Lo

&aps in our knowledge

10

qfﬁu fony
above reactiocas.

of ccosidersble scientific
approval of the New Drug
ample data indicating superior

requestz contained in the

strongiy recommerds approval

en approved in 14 other

and none of these countries has

PN ’lonf}

market because of toxic reactions,
11) become the standard reference
minal neuralgis in tLe future.

in the rapid Procesting and approvel

Wi 4. Wby~

_ Morris A, Weinberge:, M.D,
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.0 submissien is datad October 10, 1567 2nd
= suterdsl reletive to tle IDA: an istrodueticn opd beckgrouwrd dlzeursicen
cf the eye coses, a sumary of the findings in trested patiextis a2zd
centrels, individusl ccae rarortz eon trested patiemis a2zd somirols in
trigeninal peuralgia and epilepsy ond, finalily, revised prescriding
informiticn, Th latter changes wers in ceoxformity vith surresticns
rade at o meeting here at FRA gttended by Drs. T. P. S. Wattzc and
= McFeon cn April 12, 126G7.

includ=sg the fallowina
91

\!
1

Pl
T
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— The data subriitted were suzmarized case by cosce por investigator and -
—= with o separation of treated ecnsex (trig rinel nouralgia and erilepsy)
- arnd centrols., In essonce, the subnission suzary consists of rav date
= with no analysiz of th2 {ncldence of the voricus lesicns, taat i3, the
= abasreal firdings in the trested ercups a3 cemrared to the control graw, .
B This study was referred to Dr. Heward Barnstein who is an ophthalmolesiss
= wiih experience in obnermalitica of the 2re cauced by diugs. -
= Dr. Bernctein anslyzed the abnormolltlies ond separated them into tig
= treated anrd control groups. The dota were co=pilad on 33 patlents whe
= wore treated for trigeminal reurnleia, 52 patiznta who vere treated
- ~ for epilepsy and 91 controds. This cokes a tcral uf 279 patients.
.z The table that follows licis the abtnermalitics erccumtered and indlestes )
= the incidence in the treated aud ecntrel prouss.
Abnersa) Cbgervetion Treated Controla -
—= 1. Hyperexin 7 1l -
= 2. DBlepharitis " Q _
: . 3. Corpeal opseilies = 3 1 -
- 4, Catarneta: .
- a. uelear sclerceis 17 6 -
= b. TFostericr subcapsular 5 1 =
,_a -
= ¢. Incipis-t cataractha 3 0 .
S. !facular mettling or stippliog 7 2 -
- 6, Teripheral ratiml degereration . 1 =
= 7. VYascalar attecuation or -

, - artericzclerotic change 7 3

I
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Pr. Bernstoln notad that the crth ‘3 eTvatiors were eiiner tco fow in =
purber or equally dividad azecg cenbrol and treated groups. EHis
¢cneleaicona were as follous: ) -

)
L*j ¥

1. All chservations ere coasicion® with ncturally cecurring occular
abrermalitlea, There dese nct eppenr to be any asviens ——
qualitatively unigue drag-relsted sbnermality.

i
i

= 2, Thore i3 a bhisher incidenes of the choervations nctod unmdar
= "Resnlts” in the treated group than {n the comtrol proup and

f— thls appears to bs higher ithan the ratis of treeted and eomtrol
retients, .
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I might 2l at thls point, however, that a greph eof the population
— distridution of trecated and contrel greoups res=als dissinmiler ege
= characteristics with the trested groups simwed townrd the higher are
= greups and the contrel groups sieoed towsrd the yeurper ape Fr-aps, -
= I viscussed this matier with Dr, .ze:'n:teln and k2 ngrees that this =
- could accrant for =cre of the ferences thot w*r@ n.ct;*:’i i tieated N
— and ceatrol grours. In other vcr*‘s, with the hicher incidesscr of clder |
pecpls cxe would expoct mors lesions thon {n a "cu:f'er age Froup 2 !
seen in the controll, Dr,. Bernstein comeluded thed the U fCarences ‘

I »‘r'»H
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i were probebly net significent, but that the typs of stuedy derne would
= oot allew an urnaquivecal docisicn rorarding $his, Mo stabs i Shet i+
= g weald hove heca more desirsble to Lave deze a study 4a which the
] yatients recolvad prefieatnerdt baselilsas eys axanirationg ﬂ.r.l exeminationa
= et suliadlo lntervals after t{rz2atzont bepan and .,ba these esxaalizncbings
= should be dcne docble blind and with a conbrol gre

N

- I an i asreezent with Dr. Bervstoln's ecncluzicas. The evd eac-
. availablo do2a not surzert a ccxclusion that the drus hng inducs d ay
— eye abucimalities and therefors the questiom origizslly ralsed by -
= or. s study in Capada scemas to be resolved.

— Appliicart has oubnitted revited pressribing inforeeticn ag Alascussed

_ at the couference of April 12, ':“;7 Yo plan %0 reecemand soowe eddisions

= ard alteraticns, The mst mpart'-"t additicn to be reecniners24 ig an

ioportast bcw'd werning o precede the firzt rarngraph of the pachagn

—= insert iz which the fatalitles frem aplaztic eremias are cited ocd the

= recocmendeticn mede that frequent complete dleed and plateled acurts

" should be done {n crder 45 detect zericus bone *mov injury eurly.
- e are also going to reguest spplicant to curmact the deserivt ticn of '
5 e pharmmenicgie and toxicolegle findings tn the antam) stuiies and

= wa nlzo will recemzend that a parassozh be added cn therapeutic restonses -
to Tegretol in tic doloureux clinically., These responses faeludes
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1. Ccanlete symptcmelic relief "“1lz cn the drawv,
2, Tartial symrtemetic relicf whlls ¢a the drue,

3. Ceoplete remfseicn which comtinusd afier coso=ticn of dry therany

- =

4, Fartlal or eomlaote symrionatlc raliag initizlly with relapse
with time,

J« LU responte,
6. TDrug withdrsval bocause of texlelty,

A meetlng kas been arrenrod with the optlicat s

sy Vadnesday,
Cectober 25, 1967 et 2:C0 pa and (5 wI11 to atterlod by Cr. tcleen
arzl Hotte of Gelpy and machers of the stoff af tro sivision of

Feurerharmaccleoric Drurs,
rd . / "
s
s /’/ L) o
Horrie A, Weinterser, 4,0,

ces
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